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Declaration of Dr. .Tunighi Vma Under 37 CF.H. 81.132 
I, Junidii Yand, declare as foHovra; 

1. I am a oo-mvetitor of U.S. Patent No. 5^98,614 fYaao 1") and Emopean Patent 
plication m»0 685 457 Al (" Yano 2"). I am &miUar with wliat each of these 
docQini^ts disclose. 

2. I received a Ph.D. of phannaoologyfic^a the Osaka Unive^^ My 
specialty was Nucleic Acids Chemistiy, I studied Functional Nucteic Acid Molecules at 
tiie Johns HopkiasUnivenify in the United States from 1975 to 1979. IstudiedGeae 
Afanipulation and Molecular Biology at Yale Univeisity m the United States fiora 1982 
to 1984. I have been emptoyed by Nippon Shinyaku Co., Ltd, since 1979. I became a 
General Manager of the MoIecalar Biology Department in the Discovery Hesearcfa 
Laboratories in 1 994, and then a Djiector of the Disoovery Research Laboratories in fte 
R^eacch and Developmait division as a Corporate OfiBcer in 1999. I became a member 
of the Board of Directora in 2005, supervising die Reseaieh and Development Division. 



My major fields are Nupleic Acids Chemistty, Genetie Engineering asd Genpraic Drug 
DisoovBiy. 

3 . I have read and undMstaiid U.S. Patent Application 09/646,135 C '135 
applicatitra'"), 

4. I J«ive read and understand the Office Action ("Office Action^') dated March 14, 
2G06 oonceraing the '135 application. I m^e tiiis declaiattoB to address several 
comments fee Bcaminer has made eonceming Yaao 1 and Yano 2. 

5 . At pages 3-4 of the Office Action, the BKfunioer stato: 

Howevw, atthe time the invention was made YANO 1 teaches that poly t 
poly C is a substance havii^ interferon induction action and can he used 
for treating viral infections (abstract and column 3, lines 32-40) YANO 1 
further teadies that the substance can be used a3 a pfmmiaceutical 
substance in humans (column 16). YANO 1 flirthw teach« tiwtwhen the 
chain laigtii is limited to cenain ranges, the felting substance exhibit 
desired physiologioal activity with markedly less tojdcity (cohmm 4, lines 
3 1-39). . . . YANO 1 further teaches feat the dsRNA can be delivered to 
an individual using diffiarent routes of delivery, including subcutaneous, 
intramuscular, or intravenous (column 1 8, line 32-46). 

With all due F^pect, I disagree with tlw Exwniner. 

6. At column 3, lines 32-40, my co-invaitor, I>r. Tadaatd Ohgi and I state that poly 
I; poly C is a substance haviag a significant activity, such as interfeion induetioa. This 
activity was already known in the ait. At column 3. lines 43-45, however, we fbrther 
note that poly I; poly C "exhibits unej^iectedly strong toxicity". 

7. At no point in Yano 1 do we ever state that poly I: poly C "can be used for 
treating vaal infisctions". Iq fec^ Yano 1 stands for the opposite. 

8. At fee time we made fee invention described in Yano I, it was oomm<»i 
knowledge among skilled artisans feat poly I: poly C could not be used as a medicine 
because ofits high toxicity even feough it could induce a sufficient level of interferon. It 



2 



was for this reasoa that my co-inventoi: and I b^gan investigating darivativfts of poly I: 
polyC. 

9. For this reason, I respectSiUy disagree with the Examiner's statement that Yano 1 
teaches poly I: poly C "can be used for treating vir^ ii^tions". 

10. I also disagree with flie acaminer's statement that "Yano 1 further teaches that 
whua the chain length is limited to ceitwn ranges, the resalting substance eidubtt desired 
physiological activi^ with markedly less toxici^'. at least to eottent that die 
Exabiner se^ to ^ly this statement to poly I: poly C. This statement cannot be 
applied to poly I; poly C. Infkct, as TestBxample 3, Table 1 at page 13 of die * 135 
applicatioo demonstrates, shortaiiid poly I- poIy C alone cannot induce sufficient 
interferon levels in vivo for treating hepatitis, 

1 1. la conclusion, limiting pofy I: poly C to shortoied (e-g., 100-500 bp) con^nds 
results in substances witii unaco^rtably low physiological activity in vivo. If we thoi^t 
poly I: poiy G would wott we would have used that compound instead of investmg 
substantial time and efifortnmking and testing derivatives. 

12. Finally, with i^pect to the Examiner's contention &at Yaiu> 1 teaches diffbtent 
routes of delivwy, that teaching, at oolunm 1 S, lines 32-46 of Yaiio I, relates to the 
derivatives only. A skilled artisan would not have administered poly I: poly C in such a 
manner beaiuse of its toxicity. 

13. At page S of die Office Action, the Examiner states: 

However, at tite time the invention vm made, YANO 2 teaches iwing a 
complex (2-0-(2-diethkttiinoe&y])carbanMyl-l,3,-<)-^oleoylgly^ 
a phospholipid. e.g., lecidiin) to admmister double stranded RNAto an 
individual and that using the lipid reduces toxicity of tbe double stranded 
RNA and improves the uptake «65cien<^ of die double str^ed RNA into 
cells C'457, abstract and pages 2-1 1). YANO 2 teaches tiiat the complex 
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can be delivered intravenously, intwtetially, lociaiy, and rectally (page 

16), 

While the Examiner's statement is true, Y$no 2 does not deaeribe the specific 
pombinfttion of the catiomc liposome of the presait invention witti poly I: poly C, let 
alone with 100-500 bp poly(I)5)ofy(C). Yano 2 makes no mentiwi of 100-500 bp 
polyOO:poly(C). In addition, becwise of the known toxicily problems with poly t poly C 
or the weak interferon-induoing activity in vivo of shortened poIy(I);poly(C). ft skiUed 
aitisin would not have combined poly t poly C with the cationic liposome for 
administration to hntnans. 
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14. I hereby declare tiwt all statement!) made herein of my own kqo^itdedgci are true 
and tiiat all statemeala made on informadon and bdief am believed to be mie; and i^irther 
that these statements ai© made wilh the knowledge that wilWil mse statements so made 
are pmiishable by fine or imprisonment or bolh under § 1001 of Title X8 of the United 
States Code and that such ^y^llfUI statc?ni»i1s im^ jeopwdize the validity or eoforceability 
of the ptosoit ^pUcatioiii or any patent issued fteieon, 
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